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90% ^ =f * v t anna^ e> , m k> io% bow^ . ^ic-rx h 

fXHXfO> (DHT) t-X h7^D>£<hfcH^tt<D 

±) ^H-tiL® m%) . ©j&§§ (bsajs, t»«R) o^w. &w 
» £ tag e iz as^id £ss u t v >s . 

Sffi. IBS. TUtt. ffiftft TOif^l^fLTt^ (N 
Engl J Med 334, 707-714, 1996). 
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(Ann Rheum Dis 55, 811-815, 1996) „ 
±T(D7>HDy>f^ffltt©WiHBIiao^(C#firrs^HF»*$ll 0^ 
0>?>Y-U>fy%M& (Androgen Receptor, UTARt^o) ZftL 
TSS^T So ARtt 1988 Chang Rtf Lubahn £ lC«t 0 

Wi7D-z>^n, ixhoyx ^oyxfp>, s*^;uzui/ 

T-D-T K§^7 7 5U-^irrSJ:td^^{CSnfc (Science 
240,324-326, 327-330, 1988) . IgJSttt'StT 7 > H oy >ttSW«B 

ny>j£g£DNA®*£ (Androgen Response Element : ARE) \Z& 
£"T£. *-LT, ^Wjtfe^©fe^*«rai&$n, mRNA CDfiS^g d 

(Trend in Endocrinology and Metabolism 9, 317-324, 1998) „ Z(D 

XT.xJl'OftW^ (testosterone enanthate, testosterone 
propionate) ^17afil:^^S$^Al, 17 /3&©7K&S©8KtK: 
£ 3^F£&&fl;£&M LStt£ii5i&£:ii£ DM (methyltestosterone, 
fluoxymesterone)^*<^e>ffl^i?>nTl^o ZtlZOT > Vn?>Z 
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-Tzztifi^u. tot, ifrimmm. mmmm. &mz&nzim 
m&tsLZomftm&m&znz. mz, namz^)vm^%-D7> 

Engl J Med 334, 707-714* 1996) . >fi*£, Z.<DSLOl3.7* c rU-1 

Mm\z*<Dzfn>fxiru>ftm\z£Q. umT&-Tm&<D*XT<< ? 

TU tt«^tt^M3itTL*5C(i:*tJiiii$nT#^ (Drugs 
Aging 5, 59-80, 1994). 

*5 KS^fiAR7>^=f-Xhf^ffltt^<, RUtlCckoT, *)\,# 
-)imz\M.m?Z> ammW.=?\Z*&m&W&LT/U HD^->7^^5 
Htfto TfiM4£r3&?ST 5 £ £ jWo e> ftT V> 5 c d ©7k&S#7 > ^ zf 
^7. hf£Jmc^#T&££#*.£*lTV>5 (J Med Chem 31, 954- 

959, 1988). y)i*$ FiZMRrw&Tmmmm&»]f&ttfi'Dtc#z9- 

£8£h 1 B 3 !a©ifi5Jfl*©8^#jfcBT, flRUn >y^< 7>Xrf>tf^ 
<h$tlW3 (Clin Pharmacokinet 34, 405-417, 1998). T#3 

^tnzm^mm^mmmmcDWiiiFm^m^n. mm&mom&t 
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ftoTV>5 (J Urol 57, 172-174, 1985; J Urol 155, 209-212, 1996). 

^>Jffil!I**giJflMfl t LTMZfrZ (J New Remedies & Clinics 48, 307- 
321, 1999)o 

Z> (The 80 Annual Meeting of The Endocrine Society, P3-126, June 
24-27, New Orleans, Louisiana, 1998). ^XfD'f KttAR 

Zf&folf (J Urol 153, 1070-1072, 1995). ft\Z. MiLM® 

<Dfemiz&\,*xte7>b^7>fcm*&±\z&m?z&m&$>2>rzib. 

X hfiH4©^Vi^7.xP'r KttAR7>^lf-X b<Dffl%&mtbt>tlT 

to&w* &Rm\zmtot<ntcit&®\**t£Mm2nTuu\,\ 
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R 4 R 5 (jS^K R 4 *3J:t^R 5 tt-€-n^nSlllLLT7Kmm^ 

^X^rrt-OWS, 7$y/I, MJ 7)l*n*^)im, HJ7;M- 
□ *h*^g£fc«xh?7;U:*nxh*vg£;gU XliCH, CH 
2 . CX S£fcteNR 6 R 6 «3fi3tLTHfflBR 4 (t|sICiti*^ 
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?o ) xw&-znx^xh&^mm&. i~9©tm u>g&^u z 

«3MS£, -O-, -OCO-, -OSOj-, -S-, -SCO-. 
-SO-, -SOj-, — NR 9 — , -NR 9 CO-, -NR 9 SO r , - 
NR'CONH-. — NR 9 CSNH — , -NR 9 COO-ifctt-NR 9 

coco- Rmfrmm?* &mfti~9 07;wi/g, m» 

~ 5 ©7;i^*->7;u*;i'g* £fcteR 10 Tfi&£nT^Tfc<kv>7 u 
(a;*. R ,0 «&m#i~9©7;M i ;V'g* &fst&i~9©7;i/ 

□*~>&, Aoy>Hf, -HPS, 7U-*g. NR"R B (it*. 

R"^«t^R u tt^n^n3!feS:uTHaieR 4 <i:i^Diic*^-r. ) > ts 
;M?^>ji/g, ^sc2-5©7;m^->*;i/#-;ws. 75 h*s» m 

& i ~ 4 (omnm^vy w ~)vm. $m&. i ~ 4 ©itflmTJi^-jus, 
->7/s, x^7 7^ ^^i~4©igi»]Kx;P7 7 : E:-r;us, 

ih+yisst. ) ) r'jmc^bc^ mm&i^ 

7;wus, ADy>if. ntfc^u;^ ££ttR ,3 -cm&£nw 
r. ) fc£u z^m^©^^c©^R 3 HAoy>m^^ 
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&&7> Yuv>&&mmmzvttz>. 

mib^c ( i ) ic&ttsa&siw^Tiftiirra. 
S. n-yotMi^ ^y^Dtr;ws. n-^;pg, -rv^wg, 

t e r t -y^S, sec n-^^JUS, tert- 

h*->g, n-7D7i?^>g. -r'yyn#*S/I, n-7h*>/g. *f 
y^h^->S» tert-^h^>S, sec-^h^I, n-^> 
^JU^vS, tert-7 = W->I. 3 -^)Vy K*->g, * 
^>5 L ;^+->S, n-A*->;M-*->g> 3, 3-v^^U^h^ 

-> * o aw* if ■=> . 
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7ne^--;i/S. 7^u;ws. -f yy^'jMs, /tm^at, -rvnw 

t e r t -7^;UX;i/*x;PS43«fctf s e c -7?)\,X)\,*-)],m 
^fV^D^y^Jl/fcJH, n-^h^y^J^-JH, -fy7 

h^'>*;p#x;i/S, t e r t -7b*->#;u#x;ug£cfctf s e c - 
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h 'J ;pg, t e r t -7h*->:**U-U;i^ sec-^h 

n-y^UTa Kg, -f VZfrfrTS. KS, t e r t -7^*7$ Kg. 
s e c-^7S Kg. n-^>f;i/7$ Kg:fe«i:tf t e r t -75 

^g, -f y^^^g, t e r t -^;i^*g:fc,fctf s e c -7 

^^s^<h*©m^^^«^^©7;^;u^»*^tfbns. 
r^mit i ~ 4 ©JMBtx;^ w x;ugj lti** ? >x 

-r yyptrjpx;i/7.^-;ws> n-:/3\n/3ji/7^xji,g. -fy^;u 
x;uy ^ x;wg, tert- y^Tji/? w -;i/g*5«ttf sec-^f 

;px;p7 ^ -;ps7i zwmms. rzteft&mvwmmmxKy * x;ug# 

d tr;i/x;p^x;ps, n - y^)V7, JU*x;pg. < y y^;ux;p^x;i/ 

tert -^;UX;U^-;PSfe«t^s e c 
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>x)V7 7=t'()\>&. i^>x;i/77 : &'fJH, n-7u¥)i>x)i7 7 

'fV^f^77 : E'f)«,. tert -7^XJ1/7 7KJH 

s e c -zr?)vx)\,7 7*4)v&tza<Dm.m£tz\*ft&mvtc>m 

^U>S. ^h^^^U>S» ^>**^U>S, '\*lr*3 1 U>gfc 

*->*9\>U*, n-7h=lr^^S> < 77>>*v*3Ml^ ter 
t -7h+y^fJH, sec -7*h*>>*^)l&. * h*vX?Ml/g. 
Xh*vX3Ml/S. n-7D^yX5 L ;H. V^P^^X^JUS. 

tert -:/^;P> J *^;U5>U;i'g. tert -7^v7i^l/ 

ten (e) ft, (z) ^*jj;^<oii^0^mt)*^^fc^$n 
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*;u;ui/*>ga& ^>if>x;w*>&&, p- WPx>;uM>>&i£ 

77->H. 5 7X/15*>Ifc£fc£©75 

»«Eft%i:LTtt7-feh>, 2-79 J 2-7unj-)V. 
X^y-;k BfcX^Jk fh7tHD77>. ylfJU-fj^t* 

i ] 

R 1 

(a) (b) (c) 

(jt^ T^T©l2^{iBai2<h(^i;"r^>5„ fcfc*U -Z-R 3 #SH. 
SOR 3 , SO 2 R 3 £«fctMH 2 0*l££l&<o ) 
^ (I) T^SnS^fgBJHt&^fct £ (a) , (b) *5«fctf (c) 

^ (a) . (b) *5«fctf (c) T^^n^^«r)jBR0lS^i:bT 




WO 01/27086 



12 



PCT/JP00/07007 



i?x^;WT;P5-^A^PU H» iw^^a^^p'J Kft£#* 

fflv^ns. &«5£ (a) -e^£ft5fc£4&£#u«&fi~i o^sffl 

£ftfc££<K!&5fc3nfc^a<. 5>*nn**>, ^nnm, l. 2 
-^noi^X ^\^>, h;i/X>. v^-9->, fh 

^n6©fi««ft2iw*bv>. o~i o o*c##* 

L < , JRfSWHRIH: 5 #~ 4 8 mn«M8Fft U V». 




(la) (lb) 



(5£*. TBDPSIiter t -^y7x-Jl/y'j;H^l, -t 
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ftft^HJOk, *ftfc*U»>A» TKftfcAUtfA, £gtf-HJ£A£ 

ft. m.m*it\t7yitmt. a o a) T^$n5{b^tc»LTi- 

A, 1, ^>M>, h;i/X>. 

[«itfe3] 




) 



*mW<Dit£i®Ov*>. 5£ (I c) XvkZtlZit&m** (I b) 
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tfHJX^75>, fcrU5»&£***WT£ns. ft (d) 
(d* ) T?**nSft^«H5« (lb) T'TKZnZit&mzftLTl- 
1 O£»Jfl^£0#8F£U>o &gft5£ (d) Sfctt (d' ) T*^$n 

#nn*^>, ^ppjjuw^ 1, i, l, 2, 

m\t 30^12 mn&ft&. l 




(ft*. Bocttter t -Zfh*i/tl)V#z.)l&&mL, *:0)m<OtZ 

*5m<D\t&%i(ooiE>. ft (i f) Tssns^n S (I e) 

Tztz.im&. hj ^sj-Piifflk p- wux>7ju*>g^ mn. BS 
ft&£#»tffcns. (i e) T'^znzit&mzttL i ~ 5 o 

*8i&T&nkf<?:< IdRJtStifc^*** ^do/^X ^oo^a, 
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1. 2-^DDI^>, s\*D->* ^>e>. h;ixx i?ttv> % 
[»it*fc5] 



^hSSfcte^^Vv^T^Sfc^U Z'li-NHCO-, -NH 
SO r> -NHCONH-^ctt-NHCSNH-SlL, *<Dm<D 

*%wo<t&yKD?-*,. % (i g ) Tssnafc^fctt, 5S (i f) 

-Vmi<nz<k&tot3: (e) £&tt (d* ) TjicSn£ftdtt«. &s 

(a' ) -cmznzitsmz?: (in T^snsfl^&cttLT i ~ 
i o&mmto&oim*m. m.mtt (e) <d* ) t-*£*i 

i'DD^X ^DP^Jl/A, l, 2-v^nmx^>. 1, l, 2, 





0s) 
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Peltt 3 0 #~ 1 2 Hf U>. 
[«iSfe6] 



(5£*, Z 3 «l£i8££^U R 3 ' ttAoyfK^WU R 8 " 

*m\<»itGm(»o*>* « dm) T^^ns^b^tt, (i k) 

awf^ft*. it (f) T-^^n^t^tt^; (i k) t^^ns^ 
»ui~io^ifflw«iK &a«5£ (f) T7K$n 

*DD*^X ^do*;UA. 1, l, l, 2, 

I^Ktt 5 #~ 2 4»M*«»* U>. 
[SjK5fc7] 




Y— Z 3 — R 3 " 



HSR 3 " 
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*§tW<D<t&®<Do%* S (In) -VTKZtlZit&mZ, it (Im) 

*£oo2tE#&fc£a<£tf£n5. &«M5S (Im) T^£n£rt; 
U*?>. ^7DD*M. 1, 1, 1. 2, 2- 

fc^tt 5 #~ 2 4 Pf 




*mWfc%®0)*>-t>* S (ip) T-^£*l3fl:£^kt S (I o) 
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£ (i o) T'^$n^b^rabi~5o^»^ffl-rs©*w*tvi. 

U-X 9uwfc)VJ*. l, 2-^nnx^>;fcci:tf^©ig£!8J&W 

nt LTmmmmznzo *%w<t&®(Dm®¥m\zft®t!nz>mt'% 
m<Dm&Km\z&r)mm.-?z>z\£tfTZz>o mmnmitmta^m. m& 
its #«#is?o-? hy77j-uznit¥mfc*mmvT'ftt>nz>. 
£rzyt¥&&mm%te&Mit£®&MR-?z>z\£tz&o. ztzizy-t 

#x*#* ©ar TO^s^^«ttx^{c^ < mm? s Z. <h#T 
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g^&mmm&Tfc %?&®mmm h>^>x. mmmmmm\z 

mm. tvm. m&nmm. mm. Aros^&) , 

buie*^ mmtm. rnm&. %mm.. %?mmmm% 
®*m^z>z\£ifiX'%. mx\i. vxriz^mmmi. 23. 25, 3 

9, 5 6. 6 0, 6 5, 6 6. 6 7 MtSmthtf 5 Z. ttf~C%Z>o 

M^i^ctm, uT\z^-rmmm6. 7, 8, 9. 

13. 19. 20. 21. 29. 35. 40. 53. 6 2 
tfZ>Z.tWV%Z>o 

*%w<Dm.m$. z.nt><DARmm$iB\z*iLTfc< : mm-rz>z\tm 
t^. zz\zm^nx^u^mm\znLTh, ARommmm 

*%W<»m.mz. Un£tcl$&mniz£r>&i3.?z ) z.£i!fiT'$. ±% 

mMbmzmmzn?, n^mmzf^cxm^mn-r^zt^ 
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mx\z. m\. %?±)vm* «s#&> mmu mmi ©a$j, 
mm. mu n^r sm, am o-> 3 x 

t*w, mmi. xzfu-m. yjvm. &&m. &mnu mtwzzufito 

it, &m<tm* mmu satm* mmm. *<D®Mm¥mzft®nnz 

U>H&#<Z>1 B^fcD©8!-5*<»:LT«fcia0. 0 1~1 0 Omg/k 

'H-NMR*^? hMt. fh7^fJk>7> (TMS) £ 
rtSB&*gchU JNM-EX2 7 0iX^MM-^- (2 7 0MH 

P r «7 o tf;PS, B u te^^US* Phli7xz;H. Bn« 

[HJfiWl] 2-^^;U-2- (8-~hD-3a, 4, 5, 9b-f 
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H Me Me 

U>9. 8g, y^DWvl>6. 5ml:fc«J;tf 
h'J^;^Og^5. 5ml$rT-feh-h'j;P7 0ml{C^«|L. t H 
D*->lf n)\,7)Vr\i H 1 0 . 0 g * CCTUO^-fc. giBT 3 0 #ffijft 

^77^- <&ffiig& ^+^> : »^X^;U= 1 : 1) T»»U g 

•H-NMRCCDQa) d H : 7.85(s, 1H), 7.84(d, J = 8.9Hz, 1H), 6.47(d, J 
= 8.9Hz, 1H), 5.96(brs, 1H), 5.78(brs, 1H), 3.98(d, J = 9.9Hz, 1H), 
3.64(d, J = 10.6Hz, 1H), 3.55(d, J = 10.6Hz, 1H), 3.54(d, J = 2.3Hz, 
1H), 2.87(ddt, J = 2.3, 8.2, 9.9Hz, 1H), 2.48(dd, J = 9.9, 15.5Hz, 1H), 
2.26(dd, J = 8.2, 15.5Hz, 1H), l.ll(s, 3H), 0.96(s, 3H). 

ot. mm i hmmzxs-zwfcm 2-34 n*rft:^«&fBigLfc. 
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m. 1 






R» i 


R* 


R 8 


'H-NMR 6 : 


2 


3-NO, 


H 


TBDPS 


(CDCW : 7.86(d. J = 2.6Hz, 1H). 7.78 
(dd, J = 2.6, 8.9Hz, 1H), 7.48-7.30(m, 
6H), 6.19(d, J = 8.9Hz, 1H), 6.96(d, J = 
2.6Hz, 1H), 6.92(8, 1H), 6.77(brs, 1H), 
3.97(d, J = 6.3Hz, 1H), 3.61(d, J = 
9.9Hz, 1H), 3.65{d, J = 2.0Hz, 1H), 
3.44(d, J = 9.9Hz, III), 2.83(dt, J = 
10.2, 6.3Hz. 1H). 2.47(dd. J = 10.2, 
13.5Hz, 1H), 2.22(ddd, J = 2.6. 6.3. 
13.5Hz, 1H), 1.14(8. 9H), 1.11(8, 3H). 
0.87(b, 3H). 


3 


3-CN 


H 


TBDPS 


(CDCI,) : 7.70-7.60Cm, 4H), 7.48- 
7.34(m, 6H), 7.11(d, J = a3Hz, 1H), 
6.27(d, J = 8.3Hz, 1H), 6.8B(bra, 1H), 
6.75(br8, 1H), 3.93(d. J = 7.3Hz. 1H), 
3.59(d, J = 9.9Hz, 1H), 3.49(d, J = 
1.7Hz, 1H). 3.41(d, J = 9.9Hz, 1H), 
2.81(dt, J = 9.9, 7.3Hz, 1H). 2.49(dd, J 
= 9.9. 15.8Hz, 1H), 2.19(dd, J = 7.3, 
16.8Hz, 1H), 1.12(8. 9H). 1.09(b, 3H), 
0.85(f), 3H). j 


4 


3-NO, 


1-OH 


TBDPS 


(CDClj) : 7.64(d, J = 6.3Hz. 4H), 7.46- 
7.30(m, 7H), 6.52(d, J = 8.6Hz. 1H). 
6.72-6.62(m, 2H), 4.77(d, J = 8.9Hz, 
1H), 3.63-3.40(m, 4H), 3.02-2.91(m, 
1H), 2.61-251(m, 1H), 2.23-212(m, 
1H). 1.08(8. 9H), 1.06(8, 3H), 0.85(8. 
SH). 


5 


2-NOj 


1-OH 


TBDPS 


(CDCla) : 7.73-7.55(m, 5H), 7.46-7.31 
(m, 7H), 5.96(brs, 1H). 6.75- 6.73(m. 
1H), 6.69(brs. 1H). 3.97(d, J = 7.6Hz. 
1H), 3.60(br8, 1H), 3.56(d. J = 10.2Hz, 
1H), 3.46(d, J = 10.2Hz, 1H), 2.87(q, J 
= 8.6Hz, 1H), 2.52-2.430*. 1H), 2^6- 
2.16(m, 1H). 1.09(8, 9H), 1.07(8, 3H), 
0.93(8. 3H). 



WO 01/27086 



PCT/JP00/07007 



23 



6 


3-NO, 


H 


CH 2 0Me 


(CDCW : 7.86(8, 1H), 7.84(d, J = 8.6Hz, 
1H), 6.46(d, J = 8.6Hz, 1H), 6.96(ddd, J 
= 1.7. 2.3, 5.6Hz, 1H), 6.77(dd, J= 1.0, 
o.bxlz, In;, d.oo(b, In), 4.68(0, J 
6.6Hz, 1H), 4.63(d, J = 6.6Hz, 1H), 
3.99(d, J = 8.3Hz, 1H), 3.52(d, J = 
2.0Hz, 1H), 3.49(d. J = 2.0Hz, 1H), 
3.36(8, 3H), 3.36(d, J = 9.2Hz, 1H), 
287(dt, J = 10.2, 8.3Hz, 1H), 2.48(ddd, 
J = 2.3, 10.2, 15.5Hz, 1H). 2J26(ddd. J 
= 1.7, &3, 16.5Hz, 1H), 1.11(b, 3H), 
1.00(8. 3H). 


7 ; 


4-NO, 


H 


H 


(CDCla) : 7.12(dd. J = 1.3. 8.3Hz, 1H), 
7.000, J = 8.3Hz, 1H), 6.74(dd, J = 1.3, 
8.3Hz, 1H), 5.73(dd, J = 1.3, 4.3Hz, 
1H), 5.62(ddd. J = 1.7. 2.3. 4.3Hz, 1H), 
6.13(8, 3H), 4.66(d, J = 7.3Hz, 1H), 
3.59(d. J = 10.9Hz, 1H). 3.54(d, J = 
10.9Hz, 1H). 3.41(d, J = 2.3Hz, 1H), 
2.96 (ddt, J = 2.3, 9.9, 7.3Hz, 1H), 
2.69(ddd, J = 2.3, 9.9, 15.8Hz, 1H), 
2^2(ddd, J = 1.7, 7.3, 16.8Hz, 1H), 
1.08(8. 3H), 0.97(8. 3H). 


8 


4-CN 


H 


H 


(CDCla) : 6.98(d, J = 4.6Hz, 2H), 6.75 
(t, J = 4.6Hz, 1H), 6.20(brB, 1H). 6.77 
(brs, 1H), 4.24(d, J = 8.3Hz, 1H), 
3.66(8, 2H), 3.30(8, 1H), 3.02(dq, J = 
2.3. 8.3Hz, 1H), 2.66(dd, J = 8.3. 
16.6Hz, 1H), 228(dd, J = &3. 16.5Hz, 
1H), 1.09(8, 3H). 0.97(8, 3H). 


9 


3-NO, 


TT 

H 


Me 


(CDCla) : 7.86-7.82(m, 2H), 6.44(d, J = 
9.6Hz, 1H), 6.96(ddd. J = 1.7, 3.0, 
5.9Hz, 1H), 3.97(d, J = 8.3Hz, 1H), 
3.49(d, J = 1.7Hz, 1H), 3.38(8, 3H), 
3.36(d, J = 9.2Hz, 1H), 3.18(d, J = 
9.2Hz, 1H), 2.84(dt, J = 10.2, &8Hz, 
1H), 2.47(ddd, J = 2.3, 10.2, 16.8Hz, 
1H), 224(dd. J = 8.3. 16.8Hz, 1H), 
1.09(8. 3H), 0.96(8. 3H). 


10 


3-CN 


H 


Me 


(CDC1-J : 7.18-7.15(m. 2H), 6.47(d, J = 

O.0X1Z, 1X1/, O.o/^UUU, cl — 1-1, O.U, 

6.6Hz, 1H), 6.75(dd, J = 1.3, 4.3Hz. 
Ill), 5.44(8, 1H), 3.92(d, J = 8.3Hz, 
1H), 3.42(d, J = 2.3Hz, 1H), 3.36(6, 
3H), 3.32(d, J = 8.9Hz. 1H). 3.17(d, J = 
8.9Hz, 1H), 2.82(dt, J = 9.9, 8.3Hz, 
1H), 2.49(ddd. J = 2.3, 9.9, 16.8Hz, 
1H), 2.21(ddd. J = 1.3, 8.3, 15.8Hz, 
1H), 1.07(8, 3H), 0.93(8, 3H). 
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1 -t 

11 




XT 

ri 


At 


1H), 6.40(d, J = 9.9Hz, 1H), 6.15(8, 
1H), 6.96-5.96(111. 1H), 5.77(8, 1H), 
3.97(d, J = 7.9Hz, 1H), 3.64- 3.44(m, 
3H), 3.38(d, J = 8.9, 1H), 3.23(d, J = 
8.9Hz, 1H), 2.84(dt, J = 10.2, 7.9Hz, 
1H), 2.47(ddd, J = 2.3, 10.2, 15.8Hz, 
1H), 2.24(dd, J = 7.9, 16.8Hz, 1H), 
1.26(t, J = 6.9Hz, 3H), 1.10(e, 3H), 
0.94(8, 3H). 


12 


3-CN 


H 


Et 


(CDCIa) : 7.18-7. 16(m, 2H), 6.43(d, J = 
8.9Hz, 1H), 6.86(t, J = 2.6Hz, 1H), 
6.76-6.72(m, 2H), 3.92(d, J = 7.6Hz, 
1H), 3.48(fL J = 6.9Hz, 2H), 3.40(d, J = 
2.0Hz, 1H), 3.35(d. J = 8.9Hz, 1H), 
3.20(d, J = 8.9Hz, 1H), 282(dt, J = 
10.2, 7.6Hz, 1H), 2.60(ddd, J = 2.0, 
10.2. 16.8Hz, 1H), 2^2(ddd, J = 1.0, 
7.6, 16.8Hz, 1H), 1.24a J - 6.9Hz. 
3H). 1.08(8, 3H). 0.92(8. 3H). 


13 


3-N0 f 


H 


Bn 


(CDClj) : 7.84(8, 1H). 7.81(d. J - 8.9Hz, 

^ w mm a fx mm fx fx t m*^ W fxfx.f % ▼* 

1H), 7.42-7.29(ni, 6H), 6.23(d, J = 
8.9Hz, 1H), 5.97(8, 1H), 5.95(ddd, J = 
1.7. 2.3, 6.6Ha, 1H), 5.75(d, J = 5.6Hz. 
1H). 4.62(8, 2H), 3.97(d, J = 8.2Hz, 
1H), 3.61(d, J = 2.3Hz, 1H), 3.46(d, J = 
8.9Hz. 1H). 3.32(d, J = 8.9Hz. 1H). 
2.84(dt, J = 9.9, 8.2Hz, 1H), 2.46(ddd. 
J = 2.3, 9.9, 16.8Hz, 1H), 2.23(dd, J = 
8.2, 16.8Hz, 1H), 1.12(8, 3H), 0.96(8, 
3H). 


14 


3-CN 


H 


Bn 


(CDCIa) : 7.41-7.27(m, 6H), 7.17(8, 1H), 
7.13(d, J = 8.3Hz, 1H), 6.28(d. J = 
8.3Hz, 1H), 6.86(ddd, J = 1.3. 2.0. 
6.6Ha. 1H), 5.74(d, J = 5.6Hz. 1H). 
5.55(8, 1H), 4.51(8, 2H), 3.92(d, J = 
8.3Hz, 1H), 3.52-3.49(m, 2H), 3.30(d. J 
= 8.9Hz. 1H), 2£2(dt, J = 9.9. 8.3Hz, 
1H), 2.48(ddd. J = 2.0, 9.9. 15.5Hz. 

1H). 1.10(8, 3H), 0.94(8, 3H). 


15 


3-COOH 


H 


H 


(DMSO-da) : 11.97(8, 1H), 7.47(6. 1H), 
7.41(d, J = &3Hz, 1H), 6.67(d, J = 
8.3Hz, 1H), 5.91(brs, 1H), 6.66(brs, 
1H), 4.93(brs, 1H), 3.90(d, J = 78.3Hz, 
1H), 3.36-3.26(m, 3H), 2.77(dd, J = 8.3. 
17.6Hz, 1H), 2.63-2.270m. 1H). 
2.18(dd, J = 8.3, 14.4Hz, 1H), 0.94(8, 
3H), 0.88(8, 3H). 
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16 


3-SMe 


H 


H 


(CDCli> : 7.01(8, 1H), 7.0O-6.95(m, 1H), 
G.53(d, J = 8.3Hz, 1H), 5.92- 5.860m, 
1H), 5.76.6.72011, 1H), 3.96- 3.92(m, 
1H). 3.68(d, J = 11.0Hz, 2H), 3.49(d, J 
= 11.0Hz, 1H). 3.36(d, J = 1.7Hz, 1H), 
2.86(ddd, J = 2.3, &3, 18.0Hz, 1H), 
2.65>2.52(m, 1H). 2.40(8, 3H), 2.31- 
2^1(m, 1H), 1.06(8, 3H). 1.00(8, SH). 


17 


3-SOMe 


H 


H 


(CDCW : 7.27-7.23(ni, 1H), 7.16(dt, J = 
1.7, 8.3Hz, 1H), 6.57(dd, J = 8.3, 
12.0Hz, 1H). 6.90(bre, 1H). 6.74(bre, 
1H), 3.99(d, J = 7.9Hz, 1H), 3.63(b, 
1H), 3.52(8, 1H), 3.4201 J = 4.0Hz, 
1H), 2.92-2.81(m, 1H), 2.67(8, SH), 
2.60-2.49011, 1H). 2.29-2. 20(m, 1H). 
1.08(8, 3H), 0.95(8, 8H). 


18 


3-SOtMe 


H 


H 


(0)0^) : 7.45-7.39(m, 2H), 6.66(d, J = 
8.6Hz. 1H). 5.92(brB, 1H), 5.76(brs, 
1H), 3.99(br8, 1H), 3.67-3.47(m. 1H). 
2.98(8, 311), 2.98-2.85(m, 1H), 2.66- 
2.45(m, HI), 2.29-2.19(m, 1H), 1.26(8, 
3H). 1.09(8, 3H). 
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m 2 



H 



Me Me 



mum 
#^ 


R' 


R» 


'H-NMR (CD Q.) 6 : 


19 


NO, 


Me 


7.88-7.84(m, 2H), 6.64(d. J = 9.2Hz, 1H), 6.99-5.97(m, 
1H), 6.78-5.76(m, 1H), 4.84(brB, 1H), 4.02(d, J = 8.3Hz, 
1H), 3.63(d, J = 2.6Hz, 1H). 3.23(8, 3H), 2.81-2.76(m, 
1H), 2.51-2.42(m, 1H), 2.22-2.16(m, 1H), 1.27(8, 3H), 
L22(s.aH). 


20 


CN 


Me 


7.21(8, 1H), 7.19(d, J = 8. 6Hz, 1H), 6.56(d, J = 8.6Hz, 
1H), 6.91-6.890*. 1H), 6.77-6.75(ni, 1H), 4.53(bra, 1H), 
3.96(d, J » 8.3Hz, 1H), 3.67(d, J = 2.2Hz, 1H). 3.22(e, 
SB), 5L85.2.71(m, 1H), 2.52-2.43(m, 1H), 2.22-2. 14(m, 
1H). 1.25(8. 3H). 1.21(8, 3H). 


21 


NO, 


Bn 


7.88-7.82(m, 2H), 7.41-7.27(m, 6H), 6.47(d, J = 8.9Hz, 
1H). 6.00(ddd, J = 1.7, 2.3, 6.5Hz, 1H), 5.78(d, J = 
6.6Hz, 1H), 4.90(8, 1H). 4.61(d, J = 11.2Hz, 1H), 4.46(d, 
J = 11.2Hz, 1H), 4.04(d, J = 8.2Hz, 1H). 3.76(d, J = 
2.3Hz, 1H), 2.85(dt, J = 10.2, 8.2Hz, 1H), 2.49(ddd, J = 
2.3, 10.2, 16.8Hz, 1H), 2J23(ddd, J = 1.7, 8.2, 15.8Hz, 
1H). 1.40(8, 3H). 1.33(8. 3H). 


22 


CN 


Bn 


7.65-7.160n, 7H), 6.49(d, J = 8.3Hz, 1H), 5.91(ddd, J = 
1.7, 2.3, 6.6Hz, 1H), 5.76(dd, J = 2.3, 6.6Hz, 1H), 4.60(b, 
1H), 4.50(d, J = 11.2Hz, 1H), 4.44(d, J = 11.2Hz. 1H), 
3.99(d, J = 8.3Hz, 1H), 3.70(d, J = 2.3Hz, 1H), 2.83(dt, J 
= 9.9. 8.3Hz, 1H), 2.60(ddd, J = 2.3, 9.9, 14^Hz. 1H), 
2.20(ddd, J = 1.7, 8.3, 14.2Hz, 1H), 1.39(8, 3H), 1.32(8, 
3H). 
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mmm 


R 1 


R M 


R » 


Z 


R 8 


•H-NMR (CDCU S : 


23 


NO, 


Me 


Me 


OCO ; 


Me 


(CDCls) : 7.88(8, 1H), 7.86(d, J = 
9.2Hz, 1H), 6.49(d, J = 9.2Hz, 
1H), 6.69(d, J = 5.5Hz, 1H). 
5.77(4, J = 6.6Hz, 1H), 4.12(d. J * 
11.2Hz, 1H), 4.00(d, J = 8.3Hz, 
1H), 3.87(d, J = 11.2Hz, 1H), 
3.50(d, J = 2.3Hz, 1H), 2.89(dt, J 
■ 9.9, 8.3Hz, 1H), 2.47(dd, J = 
9.9, 15.8Hz, 1H), 2.27(dd, J =8.8, 
15.8Hz. 1H), 2.01(8, 3H>, 1.09(8, 
3H). 1.08(8, 3H). 


24 


NO, 


H 


H 


NHCOO 


Bu' 


7.71-7.66(m, 2H), 6.36(d, J = 
9.6Hz, 1H), 5.70-5.68(m, 1H), 
5.56-6.54(m, 1H), 3.79(d, J = 
7.3Hz, 1H), 3.49-3.84<jn, 2H), 
3.07-2.97(m, 1H), 2.68-2.59(m, 
1H), 2.26-2.13(m, 1H), 1.68(s, 
9H). 1.66-1.46(m, 2H). 


26 


NO, 


Me 


Me 


NHCOO 


Bn' 


7.86-7.82(m, 2H), 6.58(d, J = 
8.6Hz, 1H), 6.96-6.94(m. 1H), 
5.77-5.74(m, 1H), 4.84(bre, 1H), 
4.70(m, 1H), 3.98(d, J = 8.6Hz, 
1H), 3.46-3.34(m, 2H), 2.92- 
2.84(m, 2H), 2.64-2.44(m, 1H), 
2.31-2.23(m, 1H), 1.34(8, 9H), 
1.03(8, 3H). 0.99(8, 3H). 


26 


CN 


Me 


Me 


NHCOO 


Bu' 


7.19(8, 1H), 7.l7(d, J = 7.9Hz, 
1H), 6.64(d, J = 7.9Hz, 1H), 6.88- 
5.85(m, 1H), 5.76-5.74(m. 1H), 
4.69(brs, 1H). 3.98(d, J = 7.9Hz, 
1H), 3.42-3.38(m, 1H), 3.27(brs, 
1H), 2.92-2.81(m, 2H), 2.56-2.45 
(m, 1H), 2.30-2.21(m, 1H), 1.35 
(s, 9H), 1.01(8. 3H), 0.99(8, 3H). 
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27 


NO, 


H 


H 


S 


Me 


7.90(e, 1H), 7.86(dd, J = 2.3, 
8.9Hz, 1H), 6.64(d, J = 8.9Hz, 
1H), 5.90(br8, 1H), 5.79(br8, 1H), 
4.00(d, J = 8.6Hz, 1H), , 3.66(dt, 
J = 3.3, 6.6Hz, 1H), 2.86(ddd, J = 
3.3, 8.6, 17.0Hz, 1H), 2.77-2.67 
(m, 2H), 2.68-2.89(m, 1H), 2.28 
(dd, J = a6, 17.0Hz, 1H). 2.17<e. 
3H), 1.91-1.81(m, 2H). 


28 


NO, 


Me 


Me 


S 


Ph j 


7.87-7.81(m, 3H), 7.39-7.85(m, 
2H), 7.30-7.18(ni, 2H), 6.42(d, J= 
8.9Hz, 1H), 5.96(bre, 1H), 
5.77{brs, 1H), 4.48<brs, 1H), 
3.99(d, J = 8.9Hz, 1H), 3.63(br8, 
1H), 3.10(d, J = 12.5Hz, 1H). 
3.03(d, J = 12.6Hz, 1H), 3.01- 
2.910m, 1H), 2.62.2.400s. 1H), 
2.30-2.20(m, 1H). 1.17(s. 6H). 


29 


NO, 


Mr 


Me 




CI 


7.88-7.84(m, 2H). 6.64(d, J = 
8.6Hz, 1H), 6.97(bre, 1H), 5.77 
(bra, 1H), 4.43(brs, 1H), 4.02 (d, J 
= 7.9Hz, 1H), 3.64(d, J = 2.3Hz, 
1H), 3.66(d, J = 11.0Hz, 1H), 
2.62(d, J = 11.0Hz, 1H), 2.93(q, J 
= 8.3Hz, 1H), 2.47(ddd, J = 2.3. 
10.0, 15.0Hz, 1H), 2.25 (dd, J = 
b.b, o.dtlz, LHJ, 1.18(8, 311), 
1.14(e, 3H). 


30 


NO, 


Me 


Me 




Br 


7.88-7.86(m, 2H), 6.55(d, J = 
8.9Hz, 1H). 6.97(bre, 1H), 6.77 
(bra, 1H), 4.33(brs, 1H), 4.03(d, J 
= 7.6Hz. 1H), 3.64(brs, 1H), 3.62- 
3.43(m, 2H), 2.95(dd, J = 7.9, 
17.6Hz, 1H), 2.52-2.430n, 1H), 
2.26(dd. J = 4.9, 14.5Hz, 1H), 
1.21(8. 3H), 1.18(8. 3H). 
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IP 


'H-NMR (CDCla) 6 : 


31 


0 


Me 


8^2(d, J = 2.6Hz, 1H), 7.9(Kdd, J = 2.6, 9.2Hz, 1H). 
6.42(d, J = 9.2Hz, 1H), 5.99(bre, 1H3, 5.13(d, J = 7.3Hz, 
1H). 3.94-3.74(m. 2H). 3.60(4 J = 2.3Hz, 1H). 3.39(8, 
3H), 3.36(d. J = 9.2Hz. 1H), 3.1G(d, J = 9.2Hz. 1H). 
2.16(q, J = 9.6Hz, 1H), 1.96 1.87(m, 2H), Lilts, 3H). 
0.96(8, 3H). 


32 


0 


Bn 


&21(cU J = 2.3Hz, 1H), 7.87(dd. J = 2.3. 8.9Hz, 1H), 
7.43-7.30(m, 5H). 6.22(d, J = 8.9Hz. 1H), G.lOCbrs, 1H), 
5.11GL J = 7.3Hz, 1H), 4.53(8, 2H), 3.88(q, J = 7.9Hz, 
1H), 3.77(q, J = 6.9Hz, 1H), 3.61(d, J = 2.3Hz, 1H), 
3.46(d, J = 8.9Hz, 1H), 3.33(d. J = 8.9Hz. 1H). 2.61(q, J 
= 7.3Hz, IS). 1.95 1.86(m, 2H), 1.14b. 3H), 0.97(s. 3H). 


33 


1 


Me 


8J23(d. J = 2.6Hz. 1H), 7.94(dd. J = 2.6, 8.9Hz. 1H), 
6.43(d, J = 8.9Hz. 1H3. 5.89(brs. 1H). 5.01(d, J = 6.6Hz, 
1H). 3.66-3.60(m, 1H), 3.49-3.34(m, 1H), 3.37(s, 3H), 
3.32(d, J = 8.9Hz, 1H), 3.17(d, J = 8.9Hz, 1H), 
2^7-2.24(m, 1ID. 1.84 1.49(m, 5H), 1.130b, 3H), 0.98(s, 
3H). 


34 


1 


Bn 


8.25-8.23(m, IH). 7.90(dd. J = 2.3. 8.9Hz, 1H), 
7.45-7.3l(m. 5H), 6.20(d. J = 8.9Hz, 1H). 5.0l(d, J = 
6.3Hz, 1H), 4.90(d, J = 5.3Hz, 1H), 4.59(d, J = 11.9Hz, 
1H). 4.51(8, 1H), 4.44(d, J = 11.9Hz. 1H). 3.66-3.62(m, 
IH).- 3.49-3.30(m, 2H), &29-3.l6(m, 2H), 2.28-2.06(m, 
1H). 1.80-1.34(m. 3H). 1.16(8. 3H). 0.98(s, 3H). 



[Hfl50*J3 5] 4- (2-tHD^F5>-l. 1' - v^JW-X^U) 
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'H-NMIKCDCla) 5 fil : 7.19(8, 1H), 7.17(d, J = 7.9Hz, 1H), 6.50(d, J 
= 7.9Hz, 1H), 5.87(brs, 1H), 5.77(brs, 1H), 3.93(d, J = 8.2Hz, 1H), 
3.60(d, J = 10.6Hz, 1H), 3.53(d, J = 10.6Hz, 1H). 3.47(brs, 1H), 
2.86(dt, J = 9.9, 8.2Hz, 1H), 2.50(dd, J = 9.9, 15.8Hz, 1H), 2.25(dd, J 
= 8.2, 15.8Hz, 1H), 1.09(8, 3H), 0.96(s, 3H). 

I&6fifll3 5<h^{'LT^Jg^3 6-3 9 £5mfc£4fc£§Sjg 
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R» 


>H-NMR 6 : 


36 


2-NOs 


(CDCla) : 7.37(d, J = 8.9Hz, 1H), 6.45(d, «J = 8.9Hz. 1H), 
5.68(bre, 1H), 4.80(d, J = 8.9Hz, 1H), 3.6l(d. J = 10.9Hz, 1H), 
3.49(d, J = 10.9Hz, 1H), 3.300>rs, 1H), 2.98(q, J = 8.3Hz, 1H). 
2.62-2.50(m, 1H), 2.25<dd, J = 8.3. 15.2Hz, 1H). 1.05(s, 3H), 
1.03(8, 3H). 


37 


3-NO2 


(DMSO-ds) : 10.12fe, 1H), 7.45(s, 1H), 7.32(s, 1H), 6.45(s, 
1H), 5.99QU8, 1H), 5.71(d, J = 5.3Hz, 1H). 5.25(t, J = 4.6Hz, 
1H), 3-96(d, J = 7.9Hz, 1H), 3.44(s, 1H). 3.44-3.28(m, 2H). 
2.8l(q, J = 8.6Hz, 1H), 2.60-2.45(m. 1H). 2.39-2.19(m, 1H), 
1.03(8, 3H). 0.89(s. 3H). 
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3t 6 






i 


>H-NMR (CDCla) <5 : 


38 


0 


8-22(d, J = 2.6Hz, 1H), 7.80{dd, J = 2.3, 8.9Hz, 1H), 6.45(d, J = 
8.9Hz, 1H). 6.02Q>rs, 1H), 5.13(d, J = 7.3Hz, 1H), 3.90(q, J = 
8.3Hz, 1H), 3.79(q, J = 7.3Hz, IB), 3.65(d, J = 10.3Hz, 1H), 3.64(d, 
J = 2.3Hz, 1H), 3.56(d, J = 10.3Hz. 1H). 2.64(q, J = 9.6Hz, 1H). 
2.171.90(m, 2H). 1.13(s, 3H). 0.97(b, 3H). 


39 


1 


8.23(d, J = 2.6Hz, 1H), 7.93(dd, J = 2.6. 9.2Hz. 1H), 6.43(d, J = 
9.2Hz. 1H3, 5.92(brs, 1H), 6.02(d, J = 6.3Hz, 1H), 3.67-3.43(m. 
3H). 2.30-2.26<m, 2H), 1.85 1.49(m, 5H>. 1.15(s, 3H), 0.99(s, 3H). 



[HJSflHO] #&2- (8->7y-3 a, 4. 5, 9b-f h7t 
HD-3H-^0^>^ [c] *y»J>-4— f;W - 2-^^)1- 




#OS0J3 5©fc£&l. 7 4g£tfUv>2 Oml tCj§fl¥U &7K6t 
&5ml ^O-CTiflAfCo MT 1 2 mmm&Ltz'&. 

=HJ-> : »»X3\>U=4 : 1) fiHSft^l. lg«, 

•H-NMIKCDCla) 6 ffi : 7.21(s, 1H), 7.20(d, J = 8.3Hz, 1H), 6.52(d, J 
= 8.3Hz, 1H), 5.87(brs, 1H), 5.77(brs, 1H), 4.38(s, 1H), 4.10(d, J = 
11.2Hz, 1H), 3.95(d, J = 7.9Hz, 1H), 3.86(d, J = 11.2Hz, 1H), 3.43(brs, 



WO 01/27086 



32 



PCT/JPOO/07007 



1H), 2.87(d, J = 7.6Hz, 1H), 2.49(dd, J = 9.9, 15.2Hz, 1H), 2.25(dd, J 
= 7.6, 15.2Hz, 1H), 2.11(s, 3H), 1.07(s, 6H). 

ot> nism o t^«KcLTHJs^4 1-4 8 \z^nt^^mm. 

& 7 




mew 


Z 


R» 


»H-NMR (CDCla) a : 


41 


OCO 


Et 


7^8(s. 1H). 7.8€(d, J = 8.6Hz. 1H). 6.49(d, J = 
8.6Hz, IB), 5.96(brs, 1H), 5.78(brs, 1H), 4.73(s. 
1H). 4.14(d. J = 11.2Hz, 1H). 4.00<d, J = 7.9Hz, 
1H), 3.87(d. J = 11.2Hz, 1H), 3.49(brs. 1H), 

J = 7.6Hz, 1H), 2.28(dd, J = 7.9, 14.2Hz, 1H), 
1.18ft, J = 7.6Hz. 3H). 1.09(s, 6H). 


42 


oco 


Pr 


7.88(8, 1H), 7.87(d, J = 7.9Hz, 1H), 6.48(d, J = 
7.9Hz, 1H), 5.96(dd, J = 3.0, 4.3Hz, 1H), 5.77(d, 
J = 4.3Hz, 1H), 4.75(8, 1H), 4.14(d, J = 11.2Hz, 
1H), 4.00(d, J = 8.3Hz, 1H), 3.86(d, J = 11.2Hz, 
1H). 3.50(d, J = 1.7Hz, 1H), 2.89(q, J = 8.3Hz, 
1H), 2.62(q. J = 6.9Hz, 1H), 2.49(dd, J = 8.3. 
15.5Hz, 1H), 2.28(dd, J = 8.3, 15.6Hz, 1H), 
1.22(d, J = 6.9Hz, 3H). 1.21(d, J = 6.9Hz, 3H). 
1.09(8. 6H). 


43 


oco 


Bu» 


7.88(8. 1H). 7.86(d, J = 8.9Hz, 1H), 6.49(d, J = 
8.9Hz. 1H), 6.950>ra, 1H), 6.78(bre, 1H), 4.73(b, 
1H), 4.14(d, J = 11.6Hz, 1H), 3.99(d. J = 9.6Hz, 
1H), 3.86(d, J = 11.2Hz, 1H), 3.49(d. J = 2.3Hz, 
1H), 2.89(q, J = 9.6Hz, 1H), 2.47(dd, J = 9.6, 
15.2Hz, 1H), 2.37ft, J = 7.3Hz. 1H), 2.27(dd, J = 
9.6, 15.2Hz, 2H). 1.69-1.60(m, 2H), 1.471.16(m, 
2H), 1.08(8, 6H). 0.92ft, J = 7.3Hz, 3H). 


44 


oco 


But 


7.88(8, 1H), 7.86(d, J = 9.2Hz, 1H), 6.49(d, J = 
9.2Hz, 1H). 5.96(brs, 1H), 5.77(brs. 1H), 4.67(s, 
1H), 4.13(d, J = 11.6Hz, 1H), 3.99(d, J = 8.6Hz. 
1H), 3.84(d, J = 11.6Hz, 1H), 3.49Cbrs, 1H), 
2.89(dt, J = 9.9, 8.6Hz. 1H), 2.47(dd, J = 9.9, 
15.2Hz. 1H). 2.27(dd, J = 8.6. 15.2Hz, 1H), 
1.25(b,9H), 1.09(8, 6H). 
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45 


OCO 


Ph 


8.02(d. J = 7.3Hz, 2H), 7.87<s, 1H), 7.84(dd, J = 
2.6, 8.9Hz, 1H), 7.62(t, J = 7.3Hz, 2H), 
7.59-7.45(m, 2H), 6.43(d, J = 8.9Hz, 1H), 5.96(d, 
J = 2.0Hz, 1H), 5.79(br8, 1H), 4.76(s, 1H), 
4.3601, J = 11.2Hz, 1H), 4.17(d, J = 11.2Hz, 1H), 
4.01(4 J = 8.3Hz, 1H), 3.60(d, J = 2.3Hz, 1H). 
2.95(q, J = 8.3Hz, 1H), 2.51(dd, J = 8.3, 15.2Hz, 

o qiMjI i-no ie oxj_ irx\ i onto vtf\ 
ltl), Z.oiUw, « — o.o, lo.ZxlZ, laj, 1.ZUUJ, oil/, 

1.18(s, 3H). ! 


46 


OCO 


4-PPh 


8.05(dd, J = 5.3, 8.6Hz, 2H), 7.87(s, 1H). 7.84(d. 
J - 8.9Hz, 1H), 7.16(t, J = 8.6Hz, 2H), 6.46(d, J 
= 8.9Hz, 1H), 5.96(brs, 1H), 5.790>rs, 1H), 
4.63(8, 1H), 4.36(d, J = 11.2Hz, 1H), 4.16(d, J = 
11 2Hz, 1H). 4.00(d, J = 8.6Hz, 1H>, 3.58(d, J = 
2.0Hz, 1H), 2.96(q, J = 8.6Hz, 1H). 2.5 Kdd, J = 
8.6, 13.2Hz, 1H), 2.32(dd, J = 8.6, 13.2Hz, 1H). 
1.19(8, 3H), 1.18(8, 3HJ. 


47 


OSOi 


Et 


7.89(8, 1H), 7.87(d, J = 7.6Hz, 1H), 6.54(d, J = 
7.6Hz, 1H), 5.97(ddd, J = 2.3, 3.0. 5.6Hz, 1H). 
5.78(bz8, 1H), 4.55(8, 1H), 4.18(d. J = 10.2Hz. 
1H), 4.O701, J = 10.2Hz, 1H). 4.02W, J = 7.9Hz, 
1H), 3.56(d, J = 2.3Hz, 1H), 3.18(q, J = 7.3Hz, 
1H), 2.91(dq, J = 2.3, 7.9Hz, 1H), 2.49(ddd. J =• 
2.3. 7.9, 13.9Hz, 1H), 2.27(ddd, J = 3.0, 7.9. 
13.9Hz, 1H), 1.44(t, J = 7.3Hz, 3H), 1.16(a. 3H), 

A..J.^\B, OJX/. 


48 


OSOs 


4-F-Ph 


7.93(dd. J = 6.0. 8.9Hz. 2H), 7.89-7.85(m. 2H). 
7.24(t, J = 8.9Hz, 2H), 6.49(d, J = 9.6Hz. 1H), 
5.94(dt, J = 1.7, 2.6Hz. 1H), 5.73(d, J = 2.6Hz, 
1H), 4.48(b. 1H), 3.96(d, J = 8.3Hz, 1H), 3.93(d. 
J = 9.9Hz, 1H), 3.89(d, J = 9.9Hz, 1H), 3.47(d, J 
= 2.0Hz, 1H), 2.80(dt, J = 10.9, 8.3Hz, 1H), 
2.39(ddd, J = 2.6, 8.3, 15.5Hz. 1H), 2.17(ddd, J 
= 1.7, 10.9. 15.5Hz, 1H), 1.07(s, 3H), 1.05(8, 
3H). 



[HSS«aj49] 2->WW-2- (8--hO-3a, 4, 5, 9b- 
fh7tHD-3H-y^oW [c] *J U >- 4 UV) -~fu 
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mmm 2 5 <ott&m 2 0 0 m g zmwt^ji 5 m 1 \z®m v , 4 n& 

& B^S?X^;i/: *9J-fr=2 : l) Tlif&U £gte£«9l 2 3m 

'H-NMRCCDClg) a m : 8.01(brs, 1H), 7.81-7.77(m, 2H), 7.45(s, 1H), 
6.90(d, J = 9.9Hz, 1H), 6.38(brs, 1H), 5.97-5.95(m, 1H), 5.74-5.72(m, 
1H), 4.00(d, J = 8.6Hz, 1H), 3.52(brs, 1H), 3.47(dd, J = 7.3, 14.2Hz, 
1H), 2.47-2.37(m, 1H), 2.27-2.22(m, 1H), 1.24(s, 3H), 1.17(s, 3H). 

immmso] 2- (8-~hD-3a, 4. 5, 9b-^h^fcKn 

-3H-^pw [c] *y u>-4—f;p) -:/oO/75>cd 
mm. 



£ffiM2 4<Dit£V>>6 5rag£fflK §H»J4 9 tmm\ZLT&m<t 

'H-NMRCCDCla) a fit : 7.90-7.85(m, 2H), 6.54(d, J = 9.5Hz, 1H), 
5.89-5.87(m, 1H), 5.75-5.73(m, 1H), 3.98(d, J = 7.9Hz, 1H), 3.68- 
3.53(m, 1H), 3.26-3.16(m, 1H), 2.87-2.78(m, 1H), 2.45-2.32(m, 2H), 
1.75-1.65(m, 2H). 
C^JS^J 5 1 ] N— [2- (8--hP-3a, 4, 5, 9b-rh7 

kKo-3H->^ow [c] ^yu>-4—f;i/) -x^;u] - 
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H H 



mmms 0<Dte£#|4 0mg:fc«fctf MJX3\>1,75>0. 0 4ml * 
Vt^Jlftfr&rS. H 2m 1 C»A?U m*m$tO. 6 2m l £flO;Lfc. 

> : StI?X^;U= 1 : 1) T*i!$3U SSft^ 3 6 m g 

'H-NMRCCDCla) « fit : 7.90(s, 1H), 7.86(d, J = 8.9Hz, 1H), 6.57(d, J 
= 8.9Hz, 1H), 5.92-5.89(m, 1H), 5.79-5.74(m, 1H), 5.29(brs, 1H), 
3.95(d, J= 7.9Hz, 1H), 3.63-3.44(m, 2H), 3.35-3.23(m, 1H), 2.84- 
2.78(m, 1H), 2.46-2.28(m, 2H), 2.01(s, 3H). 

£cf> n«j5 1 tra«ncLTH»j5 2-6 3\z^nt^^mm 
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mam 
»^ 


Z 


R 8 


'H-NMR (CDCla) 6 : 


62 


NHCO 


Me 


7.85(8, III), 7.83(d, J = 9.9Hz, 1H), 6.63(d, 
J=9.9Hz, 1H), 6.22(brB, 1H). 5.82-5.80(m, 
1H), 6.78-5.75(m, 1H), 6.100*6, 1H), 
3.95(d, J = 8.3Hz, 1H), 3.62(dd, J = 7.9, 
14J2Hz, 1H), 3.30(m, 1H), 2.93-2.81(m, 
1H), 2.52- 2.42(m, 1H), 2.31-2.28(m, 1H), 
1.97(8, 3H), 1.06(8, 3H), 1.01(8, 3H). 


53 


NHCO 


Pr 1 


7.86(8, 1H), 7.88(d, J = 9.9Hz, 1H). 6.62(d. 
J = 9.9Hz. 1H), 6.96-6.94(m, 1H). 6.78- 
5.76(m, 1H), 6.66(brs, 1H), 4.97(brB, 1H), 
3.96(d, J = aSHz, 1H), 3.69(dd, J = 8.8. 
14.6Hz, 1H), 3.24(d, J = 2.0Hz, 1H), 2.93- 
2.82(m, 3H), 2.54-2.44(m, 1H), 2.88- 
2.27(m, 111), 1.10(0, J — o.oiiz, on), 1.05(8, 
J = 8.3Hz, 3H), 1.02(8, 3H), 1.01(8, 3H). 


54 


NHCO 


CHjCHMe, 


7.86(8, 1H), 7.84(d, J = 9.6Hz, 1H), 6.63(d. 
J = 9.6Hz, 1H), 5.97-5.96(m, 1H). 6.96- 
6.94(m, 1H), 6.64 (bre, 1H), 4.97(bre. 1H). 
3.95(d, J = 8.3Hz, 1H), 3.69(dd, J = 8.3, 
14.2Hz. 1H). 3.24(hrs, 1H), 2.89(dd, J = 
5.3, 14.5Hz, 2H), 2.53-2.44(m, 1H), 2.38- 
2.30(m, 1H), 1.12(8, 3H), 1.10(b. 3H). 
1.05(d. J = 7.9Hz, 8H), 1.04(8, J = 7.9Hz, 
3H). 


56 


NHCO 


Bu* 


7.86(8, 1H), 7.83(d, J = 9.9Hz, 1H), 6.65(d, 
J = 9.9Hz, 1H), 6.10-6.06(m, 1H), 6.97- 
6.95(m, 1H), 6.77-6.76(in, 1H), 6.16(bre. 
1H), 3.95(d, J = 7.9Hz, 1H), 3.66(dd, J = 
8.25, 14.6Hz, 1H), 3.22(d, J = 2.31Hz, 1H), 
2.96-2.82(m, 2H), 2.64-2.49(m, 2H), 2.36- 
2.28(m ( 2H), 1.13(8, 3H), 1.07(8, 3H), 
1.02(8, 3H). 
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66 


NHCO 


Ph 


7.86-7.83(m, 2H), 7.76(d, J = a3Hz, 2H), 
7.51-7.38(m, 3H), 7.12(brs, 1H), 6.70(d, J= 
9.2Hz, 1H), 5.98-6.96(m, 1H), 6.79-6.77(m. 
1H), 5.35(1*8, 1H), 3.94{d, J = 6.9Hz, 1H), 
3.78(dd, J = 7.9, 14.2Hz. 1H), 3.39(8, 1H), 
3.20(dd, J = 5.6, 14.2Hz, 1H), 261-2.43(m, 
1H), 234-226(m, 1H), 1.16(8, 3H), 1.09(8, 
3H). 


57 


NHCO 


-oo 


7.89-7.77(m, 4H), 7.66-7.57(m, 4H). 7.49- 
7.36(m. 3H), 6.68(d, J= 8.9Hz, 1H), 6.42- 
6.38(m, 1H), 6.970*8, 1H), 5.79(brB, 1H), 
5.06(m, 1H), 3.95(d, J = 7.6Hz, 1H). 
3.87(dd, J = 8.3. 14.5Hz, 1H), 3.38(d, J = 
2.3Hz, 1H), 3.19(dd, J = 5.6. 14.5Hz, 1H), 
292-2.86(m, 1H), 256-2480n, 1H), 2.36- 
JL27(m, 1H), 1.16(8, 3H). 1.11(8, 3H). 


68 


NHCOCO 


OEt 


7.86(8, 1H), 7.84(d, J = 6.9Hz, 1H), 
7.830*8, 1H), 6.62(d, J = 6.9Hz, 1H). 6.00- 
5.98(m. 1H), 5.97-5.96(m, 1H), 4.64(brs, 
1H), 4.39(q, J = 7.3Hz, 2H), 3.96(d, J = 
7.6Hz, 1H), 3.60(dd, J = 7.9, 14.2Hz, 1H), 
296-2.84(m, 1H), 2.52-2.43(m, 1H), 233- 
224(m, 1H), 1.38(t, J = 7.3Hz, 8H), 1.11 (a, 
3H), 1.08(8. 3H). 


69 


NHSO, 


Me 


7.74(8, 1H), 7.70(d, J = 8.9Hz, 1H), 6.45(d, 
J = 8.9Hz. 1H), 5.58-5.67(m, 1H). 6.68- 
6.65(m, 1H). 4.76(t, J = 6.9Hz, 1H), 
4.67(1*6. 1H), 8.88(d. J = 7.9Hz, 1H), 
3.42(d, J = 1.7Hz, 1H). 3.09(dd, J = 6.9. 
13.6Hz, 1H), 2.95(dd, J = 7.3, 13.6Hz, 1H). 
2.87(6, 3H), 2.86-2.75(m, 1H), 2.41-236(m, 
1H), 222-213(m, 1H), 1.00(b, 3H), 0.97(8, 
3H). 


60 


NHSO, 


Et 


7.84(8, 1H), 7.80(d, J = 8.2Hz, 1H), 6.64(d. 
J = 8.2Hz, 1H), 6.62-6.52(m, 1H), 6.96(bre, 
1H). 6.76(1*8, 1H), 6.20(1*8, 1H), 3.99- 
3.96(01, 1H), 3.55(bra, 1H), 3.61-287(m, 

rrr\ a KQ O /IQ/rr. i tJPv o no o ig/ m -ittv 

Oil}, Z.Do-Z. 4y(,m, 1*1/ » ^Zo'Z.loVlH, 1x1/, 

1.36(t, J = 7.3Hz, 3H), 1.06(s, 3H), 1.03(8, 
3H). 


61 


NHSO, 


4-F-Ph 


7.89-7.83(m, 4H), 7.22-7. 16(m, 2H), 6.67(d, 
J = 9.6Hz, 1H), 6.97-6.95(m, 1H), 6.75- 
5.73(m, 1H). 4.88(t, J = 7.6Hz, 1H), 
4.60(1*6, 1H), 3.96(d, J = 7.9Hz. lH), 
3.48(bre, 1H), 3.00-2.83(m, 2H), 2.44- 
234(m, 1H), 2.23-214(m. 1H). 1.06(6. 3H), 
1.03(8, 3H). 
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62 


NHSO, 


4-Cl-Ph 


7.87-7.80(m, 2H), 7.77(d, J = 8.6Hz, 2H), 
7.48(d, J = 8.6Hz, 2H), 6.66(d, J = 9.6Hz, 
1H), 6.97-6.96(m, 1H), 6.76-5.73(m, 1H), 
4.80(t, J = 7.3Hz, 1H), 4.56(brs, 1H), 3.95(d, 
J = 7.9Hz, 1H), 3.47(d. J = 2.0Hz. 1H), 3.01- 
2.28(m. 3H), 2.24-2.35(m, 1H), 2.22-2.17(m, 
1H). 1.06(8, 3H). 1.03(8, 3H). 


63 


NHSOj 


4-AcNH-Ph 


7.84-7.80(m, 2H), 7.75(d, J = 8.6Hz, 2H), 
7.58(d, J = 8.6Hz, 2H), 6.52(d, J = 9.6Hz, 
1H), 6.93-5.91(m, 1H), 6.73-6.71(m, 1H), 
6.00ft. J = 7.3Hz, 1H). 4.63 (e, 1H), 3.91(d, J 
= 7.9Hz, 1H), 3.43(8, 1H), 2.88-2.80(m. 2H), 
2.43-2. 34(m, 1H). 2.22-2.13(m, 1H). 2.05(8, 
3H), 1.03(8, 3H), 1.01(8, 3H). 



[ftJS0l6 4] [2-*3\>P-2- (8 -~ b 

D-3a, 4. 5, 9b-fh7kHo-3H-^oW [c] ^ 




H Me Me H H 



-f y ->7 >&-r v y o tr;p o . o 3 m 1 ^jn^fc. 3 0 *>m«# 

1:1) T&IIU «llft^ft6 2mg^fc. «MtffiSKTK:*r. 

•H-NMR^DCla) 6 m : 7.84-7.80(m, 2H), 6 T 60(d, J = 9.23Hz, 1H), 
5.96(brs, 1H), 5.78(brs, 1H), 5.20(brs, 1H), 4.51-4.40(m, 1H), 4.18- 
4.07(m, 1H), 3.95(d, J = 7.3Hz, 1H), 3.77(brs, 1H), 3.56(dd, J = 7.9, 
14.5Hz, 1H), 3.34(s, 1H), 2.93-2.84(m, 2H), 2.53-2.43(m, 1H), 2.32- 
2.23(m, 1H), 1.12(s, 3H), 1.10(s, 3H), 1.02(d, J = 5.9Hz, 3H), 1.00(d, J 
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= 5.9Hz, 3H). 

&x mmm 6 4 1 mmz t tum^i 6 5-72 ^-r^^sss 

£ 9 




$g&09 
#^ 


Z 


R« 


»H-NMR(CDCla) 6 : 


66 


NHCONH 


3-Me-Ph 


7A3-7.79dn, 2H). 7.23-7.17(m, 3H). 
7.04-6.87(m, 2H), 6.57(d, J = 8.3Hz, 1H). 
6.32(brs. 1H>, 5.98-5.96(m. 1H), 5.80- 
5.78(m, IB), 5.02-5.0l(m. 2H), 3.96(d, J = 
7.6Hz. 1H), 3.68(dd, J = 7.6, 14.2Hz. 1H). 
3.37(d, J = 1.3Hz, 1H), 3.00(dd, J = 6.6, 
14.6Hz, 1H), 2.89-2.82(m. 1H), 2.63 2.43 
(m. 1H), 2.30-2.24(m, 1H). 2.30(8, 3H). 
1.0318, 3rU, 1.0118, an). 


66 


NHCONH 


4-NOrPh 


8.230. J = 2.0Hz. 1H). 7.86-7.77(m. 2H). 
7.7l(d, J = 2.3Hz. 1H), 7.62(dd, J = 2.6. 
9.2Hz. 1H), 7.48-7.37(m. 2H), 6.46(d, J = 
8.9Hz, 1H), 5.94-5.92(m, 1H), 5.815.79 
(m, 1H). 6.73(t, J = 5.9Hz, 1H). 4.86(brs, 
1H), 3.93(d, J = 6.9Hz, 1H), 3.49-3.41(m, 
2H). 3.27<dd, J = 7.3, 14.8Hz, 1H). 2.94- 
2.87(m. 1H). 2.55-2.47(m, 1H), 2.37- 
2.28(m. 1H). 1.12 (b. 3H). 1.06(s. 3H). 


67 


NHCSNH 


Me 


7.86(8, 1H). 7.82(d, J = 9.6Hz. 1H). 6.63(d, 
J = 9.6Hz, 1H), 6.01-6.99(m, 1H). 5.79- 
5.77(m, 1H), 5.19(brs, 1H). 4.3(Kdd, J = 
8.2. 14.2Hz, 1H), 3.94(d, J = 8.6Hz. 1H), 
3.33(d, J = 2.3Hz. 1H). 3.22(dd. J = 4.6, 
14.6Hz. 1H), 2.94(d, J = 5.3Hz. 3H). 
1.13(8, 3H), 1.07(s. 3H). 


68 


NHCSNH 


Et 


7.86(8, 1H), 7.83(d, J = 9.6Hz, 1H), 6.63(d. 
J = 9.6Hz, 1H). 5.99G>rs, 1H), 5.89(br8. 
1H), 5.79-5.70(m, 2H). 5.2Kbrs. 1H). 
4.34-4.26(in, 1H). 3.94(d, J = 7.6Hz, 1H), 
3.32(q, J = 7.3Hz, 2H), 3.24(dd, J = 6.0, 
14.5Hz, 1H), 2.88-2.82(m, 1H), 2.53-2.44 
(m, 1H), 2.33-2.24(m, 1H), 1.22(t, J = 
7.3Hz. 3H). 1.13(s. 3HX 1.06(8. 3H). 
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NHCSNH 


Pi* 


7.83(8, 1H), 7.82(d, J = 9.0Hz, 1H), 6.44(d, 
J = 9.0Hz, 1H), 6.98-6.97(m, 3H), 5.25 
(bis, 1H), 4.28-4.08(m, 2H). 3.93(d, J = 
835Hz. 1H), 3.34(brs. 1H), 3.23(dd, J = 
5.0, 14.5Hz, IB). 2.88-2.8l(m. 1H). 2.52- 
2.42(m, 1H), 2.33-2.27(m, 1H), 1.19(d, J = 
6.6Hz, 3H), 1.17(d. J = 6.6Hz, 3H), 1.12(s, 
3H). 1.06Cs. 3H). 


70 


NHCSNH 




7.88-7.83(m, 2H>, 6.64(d, J = 9.6Hz, 1H), 
6.02-5.98dn, 1H), 5.79-5.77(m, 1H), 5.68- 
5.63(m. 1H). 5.20(bre, 1H), 4.26(dd, J = 
8.3, 14.2Hz, 1H), 3.9501, J = 9.6Hz, 1H). 
3.65-3.54(m, 1H), 3.3201, J = 2.0Hz, 1H), 
3.21<dd, J = 4.6, 14.2Hz, IB), 2.89 2.78 
(m, 1H), 2.63-2.43(m, 1H), 2.33-2.24(m, 
1H), 1.96 1.92(m, 2H), 1.76 1.68(m, 2H), 
1 35-1 lfifan. 6H) 1 12(s. 3H) 1 06(b 3H) 


71 


NHCSNH 


Ph 


7.86-7.82(m. 2H), 7.74(bi8. 1H), 7.48* 
7.43(m. 2H), 7.35(d, J = 7.6Hz, 1H). 
7.17(d, J = 7.6Hz, 2H). 6.68(d, J = 8.6Hz, 
1H), 6.17(bis, 1H), 5.99(bre, 1H), 5.78 
(bis, 1H), 5.07(br8, 1H), 4.29(dd, J = 8.6, 
14.5Hz, 1H), 3.90(d, J = 7.3Hz, 1H), 3.27 
(m. 1H), 3.23(dd, J = 4.6, 9.9Hz, 1H), 
2.84-2.80(m, 1H), 2.50-2.42(m, 1H). 
2.30-2.2l(m, 1H), 1.03(s. 3H), 0.99fe. 3H). 


72 


NHCSNH 


4BrPh 


8.01(bis, 1H), 7.86-7.82(m, 2H), 7.54(d, J 
= 8.6Hz, 2H), 7.10(d, J = 8.6Hz, 2H). 
6.56(d, J = 9.6Hz, IB), 6.35-6.30(m, 1H), 
6.00-5.98(m, 1H). 6.79-6.77(m, 1H). 
5.00(bT8, 1H), 4.25(dd, J = 7.9, 14.2Hz, 
1H), 3.50(d, J = 7.9Hz, 1H), 3.32-3.24(m, 
2H), 2.84(q, J = 8.2Hz, 1H), 2.28-2.41(m. 
1H), 2.32-2.23(m, 1H). 1.04(b, 3H), 1.03(s. 
3H). 



[HK50J73, 74] 4- (2-^^>7.;U7^r-;w— x^;P) — 8- 
-ho-3a, 4, 5. 9b-fh7tHa-3H-y^o^ 

[c] +7'J> (^fiS^J 7 3 ) ££1X4- (2-**>7JP:7:*-;i/— 
XfJW -8--hD-3a, 4, 5, 9b-rh7th'D-3H-v 

zu^y* [c] */u> (HJfi««J7 4) ©§3i£ 
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nt&m 2 7 V>it&%> 7 0. 5mgS^DD^^>5m 1 \Z®MV* 
^^^DDjg^mS^2 1 7mgSr0t:TiP^. ^©T 3 0 #Rajf # 

immmm ^**t> : w»x^;p= 1 : 2-ifflfex^;w-B»x^ 

;P:>^y-;|/=9 : 1) T*WU ««7 3©<b^«*13. 8m 
g, $$mm7 4©{fc£1&£4 4mg#Ac. ttttfcfcKTfcjK-T. 

7 3 : 1 H-NMR(CDC1 3 ) 6 fft : 8.07-7.80(m, 2H), 6.53(dd, J = 
1.3, 8.9Hz, 1H), 5.89(brs, 1H), 5.74(brs, 1H), 4.00(d, J = 9.6Hz, 1H), 
3.66-3.56(m, 1H), 2.99-2.80(m, 3H), 2.68(s, 3HX 20/33), 2.64(s, 3HX 
13/33). 

7 4 : 'H-NMRCCDCla) 6 fit : 7.91(s, 2H), 7.87(d, J = 8.6Hz, 
1H), 6.43(d, J = 8.6Hz, 1H), 5.91(brs, 1H), 5.76(brs, 1H), 4.02(d, J = 
9.2Hz, 1H), 3.80-3.71(m, 1H), 3.29-3.10(m, 2H), 3.00(s, 3H), 2.88(ddd, 
J = 2.6, 8.5, 16.2Hz, 1H), 2.53-2.43(m, 1H), 2.30(dd, J = 8.5, 16.2Hz, 
1H), 2.17-2.09(m, 2H). 
[^JS^J 7 5 ] 4- [2- {4-7)V*U-^>M>7.)V7*~)V) - 
1, 1* -5?*^-X^)W - 8-Xbo-3a, 4, 5, 9b-f 
h7th'D-3H-y^oW [c] +y'J>©Mii 
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Q2N 




H Me Me °2 



mmm 2 8 wt^m 2 0mg», %mm 7 3 ^t^tc x^xmrnit 

'H-NMRCCDCl^ 6 tit : 7.88-7.83(m, 2H), 7.31-7.21(m, 2H), 6.80(d, 
J = 7.3Hz, 1H), 6.73(dd, J = 3.3, 8.3Hz, 1H), 6.59(dd, J = 3.6, 9.2Hz, 
1H), 6.42(brs, 1HX1/2), 5.99-5.96(m, 1H), 5.76(brs, 1H), 5.49(brs, 1H 
X 1/2), 5.49(brs, 1HX 1/2), 3.99(brs, 1H), 3.89(d, J = 13.9Hz, 1HX 1/2), 
3.77(d, J = 14.2Hz, 1HX 1/2), 3.63(d, J = 2.0Hz, 1H X 1/2), 3.46(d, J = 
2.0Hz, 1HX 1/2), 2.98-2.84(m, 1H), 2.66(d, J = 14.2Hz, 1HX 1/2), 
2.58(d, J = 13.9Hz, 1HX 1/2), 2.56-2.44(m, 1H), 2.30-2.15(m, 1H), 
1.45(s, 3HX1/2), 1.40(s, 3HX1/2), 1.29(s, 6HX1/2). 
[HHfi0iJ7 6] ^mWtS- [2-*^)V—2- (8--hD-3a, 
4, 5, 9b-fh7tKD-3H-y^DW [c] >— 4 



$mm 3 o oit&ya 1 o omg&cttf hjx^;i/7^>4 o/ti^>* 

*3\MvH/A75 K 5m I U ^*W8tfJ U $ A 9 8mg$M 
£. llgT2 0m 5 OrT'6^3 0#JI#L£&, 7M3J;tf&& 

^y^ATgiL. ^^METSiLfc. M4&£>"J;&y;W&7 
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1 0 : 1-9 : 1) xmmL. &mt£%l 8 4 m g 

^-NMRCCDCla) 6 m : 7.87(s, 1H), 7.86(d, J = 6.9Hz, 1H), 6.57(d, J 
= 6.9Hz, 1H), 5.99-5.94(m, 1H), 5.79-5.75(m, 1H), 4.47(brs, 1H), 
3.97(d, J = 8.3Hz, 1H), 3.44(d, J = 2.0Hz, 1H), 3.24(d, J = 4.2Hz, 1H), 
2.93-2.81(m, 1H), 2.84(d F J = 4.2Hz, 1H), 2.53-2.40(m, 1H), 2.34(s, 
3H), 2.34-2.23(m, 1H), 1.10(s, 3H), 1.06(s, 3H). 

[^JS««I77] 2-^^;i^2- (8-~ hD-3 a, 4, 5, 9b- 
fh7kKo-3H-y^DW [c] 3V U >— 4— -{)V) — ~7u 
/t>— l — ^-JPOWS 



^»J7 6 0Mfc£$)l 3 4mg^^^;-;Ptrh7t:Hn77>© 
*g£i§i& 15ml C»#U 2mol/l TKSffb^ h U ^AtK^ 15ml 
fcifflX-fc. 5 O^T'-l&if#L/r&» £ MEETS* L/c. 
7 ^xtf A*i8ilfci5«fctf 2 mom £&£tJD*.8M4 1 L . &Wt2LT)VZ 

h^7>f- ^1t>:^X^=4 : 1~^\^>: 

&&X^)V=2 : 1 ~^+U-> : »S?X?Ml/= 1 : 1) T*it§2U HH 
fc£#> 3 4 m g ^ittfttS: WTIC^-To 

'H-NMR(CDCl3) a fit : 7.88 (s, 1H), 7.88-7.83 (m, 1H), 6.52 (d, 
J=8.6Hz, 1H), 5.96 (brs, 1H), 5.78(brs ( 1H), 4.39 (brs, 1H), 4.00 (brd, 
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J=8.9Hz, 1H), 3.53 (d, J=1.7Hz, 1H), 3.03-2.86 (m, 3H), 2.52-2.42 (m, 
1H), 2.29-2.20 (m, 1H), 1.14 (s, 3H), 1.07 (s, 3H). 

iu.mmi] ^>yh7>h*py>§^ (^har) K*fr*»£« 

77hA R®#0P!K : 11 ii»CO«H4 SD7«^h £*&iygaj&, 3 
BBfct&fflRSttffl. *#L&ET|g8r& (lOmMTris.lmM 
EDTA,5mM DTT.lOmM U 7x>BW- h U *7A, pH7.4) ^tCHaJJRU 

WXl/fc. 110**5**- 100,000Xg, 60$h 4"CTjgj§4> 
^«tbfc±M*7^ hAR®^ (^TARFt^-5) tbfc. 

*S£t*Sfc : H-xX h^fO> (£TF H-T t ^ "9 ) £ ET @ff «f« 
Hmmis* ytHaf7hXrO> (DHT) teH-T (2.5nM) 0SJg 
»&04OOf8iI& (S&iS&ltfM) tft^SlCPISIILfc. 8 H-TP 

1.5ml ^zL-yiCtDA. 3£K200tfgARF£2ni*.TS*I^M£ 100 
UltVfZo 4 < CT2I^F B K>^a-^-h^ 0.05%-x^Xh^>T70- 

i.o%ffiii^^^ 3oomi zmxTs e>c 15 #rh >^ol< 

-hLT^OH-TSRfi^LL 4*0. 2,500rpm, 5&NHM> 
#8§&. ^O±«275Ml^^>>^l/—>3>A*'r7;H^0. £ 

u tv^ 2mi Bmm. mw^>9-u-^ 3 

(%) SJSttiU f©ig^-^Mi©yot*7 Mprobit)fi¥flrli 

.to 5 0 ( I c 50 ) zwrnLtzo 

^^Sl$ (%) = 1 0 0 x [1- (a-c) / (b-c) ] 
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b : *&m{t&®mmtoi)->7)i>(oi&#m& (»h-t : um&m) 

c : Dm^mD->Zf)V(DnUm^ (^-T+DHT : #®&M1&&g) 
mftWl&&m. J Bm (RBA:Relative Binding Affinity) it&TfO)^ 

Qlfttbtc (Endocrinology 138, 863-870, 1997) . 
RBA=100X (;W H0^5>7J^^ HWICfio) / (*^TO^«5© 

IC„o) 

±E«k 0 2&J&fc*Sg9HI:^9© RBA$$10 Hit. 



£10 





RBA 


^&09 1 


4751 


mmm i 


65 


I UlSfl 19 


57 


mmm 21 


74 


HJfifll 2 9 


75 


ftxrn 3 5 


236 


| t^eu 39 


829 


mmm 4 0 


96 


^660U 5 2 


478 


5 3 


55 


59 


2288 


mmm &o 


814 


mmm &i 


169 


mmm 6 3 


580 


mmm 6 4 


298 


§£86*1 6 8 


491 


mmm 6 9 


244 


^Jfcfcl 7 6 


131 


mk v&tmv 


100 



/Vf HP**>7;^S K0tS£MF** 100 fcL&RBA&#«>fc 
[RIM 2] IIIMim^yhTfiDttlUloaftiiAl^ffi 

8- 12 sd 5 y h 5 a »«t 0 *%w<£&® (3, 
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3<>mg/kg) &o.5%*7)i'±)\<n-zmmz.mnL. ibhshm^ 



£1 1 









ng/ttMOOOg) 






lEftttm (sham) 


lOOdbll 


*fM«(Veh) 


8±2 


H&ffi 1 3ng/kg 


18±4 M 


^Jgfcl 1 30ns/kg 


26±3" 



Mean±SD *p<0.05, **p<0.0i on Dennett's /-test. 



^1 2 





mg/ttMUOOg) 


8igf$£# 

lEfifttHB (shan) 
j ^tHSW (Veh) 

Steffi 1 3ng/kg 
fUJgffj 1 30ng/kg 


104±22 
8±1 
52±8 M 
97 ±14" 



Mean±SD *K0.05, **p<0.01 on Dennett's /-test. 

mmm i <Dit^mt, s^g-rr * z: t n<k o i aia-rasM! n« l 
[im^m simiam (orx) =7v h-zomiLmommmtiaftm 

£ft (Hifi«6 0. 30mg/kg) ^5%y^fM;^xHtf 
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3tl3 





mg/{^£l00g 


Xft*M(Sh«4 
ORX »jStt(Vehicle) 

3gfit5#l60 30mg/kg 


103 ± 12 
10 ± 1** 
21 ± 2** 



Mean±SD ~p<0.01 on dunnett's t-testivs Vehicle) 



^p<0.01 on unpaired f-tesrtCvs Sham) 

mzsm^ ra&flsnj (orx) ^^hT©flfr5iiR©m»iiiiD^ffl^«]; 

MykHPfXhXfo> (DHT, lOmg/kg) :fc<fcrfc*3S 
9Ht£$J (nmWGOs 60mg/kg) &5%z/*?)],7>)lfc*i/F 
$m*V-7til®mz®BLT. 1010159 4Mffi. £TFt3:#Lfc„ 

*5^5#S^-ax^M^(r«fcO, #^*Sl^g (Alokatt. 
DCS- 6 0 0) T89£U *5gm^©#^lilIP^ffli£l¥flBL^. 
1 4 IC^T. 



48 



&14 





mg/#£l00g 


mg/cm 


jEftttRBCSham) 
ORX »RB«(Vehicle) 
DHT lOmg/kg 
3U6£|60 60mg/kg 


104 ± 18 
9 ± 2~ 
150 ± 14** 
56 ± 13** 


132 ± 5 
124 ± 5** 

131 ± 7 

132 ± 7* 



Mean±SD *p<0.05, "p<0.01 on dunnett's f-test(i>5 Vehicle) 
**p<0.01 on unpaired testfus Sham) 

nmm 6 o <D<t&mz, 4 aMS#i-5 z.t\z& QMrnizttLxmrn 

[u®ms] mmmm?? h-vcD^x hx^v>m®miLmmmmMz 
s mmm sd ? v v & m&mm&. 5 b ««k 0 y a tr* >trx h x 

fD> (KTTPfcHS) lmg/kg&«l;tf:fcfgl8ffc£^30mg/kg£ig 

-xmrnzmmv. TP\t5%ji*;-)v&$tsm$m\zmBis* 
t p \z&zmiLm<DmmmMzft'?z>*%wi):£®o>AR7 >?zt~z 

^15 





mg/ftillOOg 


HlfcflJ 9 
^«fi«9 19 
Htfctfll 40 


15.7 ± 18 

80.4 ± 13.7 

60.5 ± 10.7* 

| 58.2 ± 17.7** 
55.9 ± 6.3** 



Mean±SD *p<0.05, **p<0.01 on Dunnett's t-iest 

mmm9. 19, 4ocoit^m\tTP(D^m^M\zmmL. &ntz 
&Tiz*%mit&®<DM mm z. n \zm%.z t> 
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iwmmii m\ 

mmioit&m 2mg 

mm 48mg 

?LH 3 Omg 

l6fi-fc;WD-X 1 5mg 

*^;Hi;i/D-X 3mg 

Xf7'J>KT^>">A 2mg 

£ik 10 Omg 

mmmivxt&m 2mg 

»*& 3 8mg 

9LK 5 Omg 

SSUffc^o-X 8mg 

Xf7'J>*7^'>^ 2mg 

£A 1 0 Omg 

>^=f-X httUB£WLT^£<zm ARO*tt*1#JIWK:»lflrrs^ 
i^T#ffi>*©AR^Lfc^i©TOi3«fc^^^ff5^<fc^T#S. 
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i. a: : 




)V=¥)Vm> Bm9L\-9(OT)Vn^m. Any>«c^ - has, n 

R 4 R 6 (5£+» R 4 :fc«i:tfR^^ft^ft&:£LT7k^IlH\ SiifcSU- 
9<D7)V*)m* «*»3~7©*>*D7;M i ;i^ «#ft7-9 07 

tu-jp*, mm&2~5<Dms)5m7>')im. mm&2~ 

17^7 7^^!, 75vVS, h>J7;p^-D^^;i/S, HJ7;k* 
h+yl^c|j:fh77Moih+yMil > XliCH, CH 
O, S^diNR 6 R 6 «$&5iUTHfil2R 4 t|5li;iti5|cS:S 
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«m*§£> -o-, -oco-, -oso 2 -> -s-, -SCO-, 

-SO-, -S0 2 - -NR'-, -NR'CO-. -NR 9 S0 2 -, - 
NR'CONH — , -NR'CSNH-, -NR'COO-^H-NR 9 

coco- R 9 \*7kmm?. ^^i-9©7;p+;us, mm 

- 5 ©7;i/3*y7KJH, ££&R I0 TB&£ttT^T*>J;^7 U 
-;US (5**K R 10 ii^»l~9©7;WH, ^1-9(07^ 

Aoy>gf, zhoi, 7»j-;us, nr u r 12 (ss*, 

R»^«fcTO 12 tt-5-tl J 6n3!65£LTi(ER 4 <i:^i;ici*^"r. ) . * 

^2~5 07;u+;P75 hs> Kifti-4©7ji'*mi, mm 
->7/S. xji^t^-ops. ^»i~4©Bt^x;U7T^;PS, 
ih+ys^t. ) &3rr. ) R 3 «7Km^. mm&i~ 

9©7M;i/i. ^S3^3~7©v^D7;Wl/S, ftHS&7~9©7 
7)V*)Vm. ^ftl~907J^*vS, j^^2-5©7;i/H+v 

7;u*;ug> AD^>gf, s&->g;ug> £/tteR ,3 Tg&£nTv> 

Tt><fc^7'J-;U« (j**, R I3 «$fiAtLTHai2R ,0 <hl^Ulci*^ 
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5 . 7 > H O y >g£#fS0aJ#7 > K D y >§£#7 ^-Xh^ 

6 . 7 > *U?>%MK&m\ifi7 > H oy >$®&T >9 ^-X h 
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